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CLAIMS 

1. A quinazoliae derivative of the Formula (I): 



R 5 

HN 



X 





N 



I R2 (|) 

R 3 W 



wherein: 

either R 2 is in the 6-position and the substimted-pyrrolidinyloxy group is in the 7-position of 
the quinazoline ring or R 2 is in the 7-position and the substituted-pyrrolidinyloxy group is in 
10 the 6-position of the quinazoline ring; 
A is phenyl or pyridyl; 

each R 1 is a substituent on a ring carbon atom in ring A and is independently selected from 
halogeno, cyano, nitro, hydroxy, carboxy, trifluoromethyl, (l-6C)alkyl, (2-8C)alkenyl, 
(2-8C)alkynyl, (l-6C)alkoxy, (2-6Qalkenyloxy, (2-6C)alkynyloxy, (l-6C)alkylthio, 

15 (l-6C)alkylsulfinyl, (l-6C)alkylsulfonyl, (l-6C)aIkoxycarbonyl, ureido, N-(l-6C)alkylureido, 
N,H-di-[(l-6C)alkyl]ureido, -NR a R b , -S02NR a R b and a group of the formula -CONR°R b 
(wherein R a is hydrogen or (l-6C)alkyl and R b selected fromhydrogen, (l-6C)alkyl, phenyl, 
benzyl, heterocyclyl, heterocyclyl(l-3C)alkyl, heteroaryl, heteroaryl(l-3C)aIkyl, (3- 
7)cycloalkyl and (3-7)cycloalkyl(l-3Qalkyl wherein any alkyl, heterocyclyl, heteroaryl and 

20 cycloalkyl groups in R a and R b are optionally substituted by 1 , 2 or 3 substituents selected from 
(l-4C)alkyl, halogeno, hydroxy and (l-4C)alkoxy; 

or R a and R b together with the nitrogen atom to which they are attached form a 4, 5 or 6- 
membered ring which optionally contains an additional ring heteroatom selected from nitrogen, 
oxygen and sulphur and which is optionally substituted by 1 or 2 substituents on an available 
25 ring carbon atom, independently selected from halogeno, hydroxy, (l-4C)alkyl and 

(l-3C)alkylenedioxy and optionally substituted on any available ring nitrogen by a substituent 
selected from (l-4C)alkyl and (2-4C)alkanoyl (provided the ring is not thereby quaternised), 
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and wherein any (l-4C)alkyi or (2-4C)alkanoyl group present as a substituent on the ring 
formed by R° and R b together with the nitrogen atom to which they are attached is optionally 

substituted by 1, 2 or 3 substituents independently selected fromhalogeno, hydroxyl, 

(l-4C)alkyl and (l-4C)alkoxy; 
5 or, when two R 1 groups are attached to adjacent carbon atoms, they may, together with the 

carbon atoms to which they are attached, form a pyrrole ring, wherein the pyrrole ring is 

optionally substituted by 1 or 2 substituents independently selected from (l-6C)alkyl, 

halogeno, cyano, nitro, hydroxy, amino, carbamoyl, sulfamoyl and trifluoromethyl; 

or, when two R 1 groups are attached to adjacent carbon atoms, they may, together form a 
10 (l-3C)alkylenedioxy group [-0(CH 2 )i-30]; 

misO, 1,2 or 3; 

each R 2 is selected fromhydrogen, (l-6Qalkyl, (3-6C)cycloalkyl, (3-6C)cycloalkyl(l-3C)alkyl 
and a group of the formula R 7 0-, whereinR 7 is (l-6C)alkyl optionally substituted by 1, 2 or 3 
substituents independently selected fromhydroxy and a group of the formula R s O- (wherein R 8 
15 is (l-3C)alkyl); 

R 3 is selected fromhydrogen, (l-6C)alkyl, (3-6C)cycloalkyl, (3-6C)cycloalkyl(l-3C)alkyl, 
(l-6C)alkylthio, (l-6C)alkylsulfrayl, (l-6C)alkylsulfonyl, (2-6C)alkanoyl, 
carbamoyl(l-6C)alkyl,N-(l-6C)alkylcarbamoyl(l-6C)aIkyl, 
H,N-di-[(l-6C)alkyl]carbamoyl(l-6C)alkyl,sulfamoyl(i-6C)alkyl, 
20 N-(l-6C)alkylsulfamoyl(l-6C)alkyl, M,H-di-[(l-6C)alkyl]sulfamoyl(l-6C)alkyland 

(2-6QaBcanoyl(l-6C)alkyl, 

and wherein any (l-6C)alkyl or (2-6C)alkanoyl group within R 3 is optionally 
substituted by 1, 2 or 3 substituents independently selected fromhalogeno, hydroxy and 
(l-6C)alkyl and/or optionally a substituent selected from cyano, nitro, (2-8C)alkenyl, 
25 (2-8C)alkynyl, (l-6C)alkoxy and NR^, wherein R< is hydrogen or (l-4C)alkyl and R d is 
hydrogen or (l-4C)alkyl, and wherein any (l-4C)alkyl in R c or R a is optionally substituted by 
1, 2 or 3 substituents independently selected fromhalogeno and hydroxy and/or optionally a 
substituent selected from cyano, nitro and (l-4Qalkoxy, 

or R c and R d together with the nitrogen atom to which they are attached form a 4, 5 or 
30 6 membered ring which optionally contains an additional ring heteroatom selected from 
nitrogen, oxygen and sulphur and which is optionally substituted by 1 or 2 substituents on an 
available ring carbon atom, independendy selected fromhalogeno, hydroxy, (l-4C)alkyl and 
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(l-3C)alkylenedioxy, and optionally substituted on any available ring nitrogen by a substituent 

selected from (l-4C)alkyl and (2-4C)alkanoyl (provided the ring is not thereby quaternised), 
and wherein any (l-4C)alkyl or (2-4C)alkanoyl group present as a substituent on the 

ring formed by R c and R d together with the nitrogen atom to which they are attached is 
5 optionally substituted by 1, 2 or 3 substituents independently selected fromhalogeno and 

hydroxy and/or optionally a substituent selected from(l-4C)alkyl and (l-4QaDcoxy; 

each R 4 is independently selected from (l-4C)alkyl, (l-4C)alkoxy, cyano, halogeno, hydroxyl 

and oxo; 

n is 0, 1 or 2; 
10 R s is hydrogen or (l-6C)alkyl; 

R 6 is selected from hydrogen, (l-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (l-6QaIkoxy, (3- 

7)cycloalkyl, (l-6C)alkylsulfonyl, heterocyclyl, heteroaryl, (3-7)cycloalkyl(l-3C)aBcyl, (3- 

7)heterocyclyl(l-3C)alkyl and heteroaryl(l-3C)alkyl, 

and wherein any (l-3C)aIkyl, (l-6C)alkyl, (3-7)cycloalkyl, heteroaryl or heterocyclyl group 
15 within R s or R 6 is optionally substituted (on any available carbon atoms) by 1, 2 or 3 

substituents independently selected fromhalogeno, hydroxy(l-6C)alkyl, (l-6C)aDcoxycarbonyl, 
carbamoyl, (2-6C)alkanoylamino and hydroxy and/or optionally a substituent selected from 
oxo, cyano, nitro and (l-4Qalkoxy, 

and wherein any heterocyclyl group within R 6 is optionally substituted on any available ring 
20 nitrogen (provided the ring is not thereby quaternised) by (l-4C)alkyl or (2-4C)aIkanoyl, or 
R s and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 
membered ring which is optionally substituted by 1 or 2 substituents on an available ring 
carbon atom, independently selected fromhalogeno, hydroxy, (l-4Qalkyl and 
(l-3Qalkylenedioxy, and optionally substituted on any available ring nitrogen by a substituent 
25 selected from (l-4C)alkyl and (2-4C)aIkanoyl (provided the ring is not thereby quaternised), 
and wherein any (l-4C)alkyl or (2-4C)alkanoyl group present as a substituent on the 
ring formed by R s and R 6 together with the nitrogen atom to which they are attached is 
optionally substituted by 1, 2 or 3 substituents independently selected fromhalogeno and 
hydroxy and/or optionally a substituent selected from(l-4C)aIkyl and (l-4Qalkoxy; 
30 provided that when the pyrrolidinyloxy group is linked to the 6-position of the 

quinazoline ring, m is 2 and substituents R 1 are both halogeno and attached to the 2- and 3- 
positions of the ring A, then R 6 is selected from substituted-(l-6C)aIkyl (wherein substituted- 
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(l-6C)alkyl is (l-6C)aBcyl substituted by 1, 2 or 3 substituents independently selected from 
halogeno,hydroxy(l-6C)alkyl, (l-6C)alkoxycarbonyl, carbamoyl, (2-6C)alkanoylamino, (1- 
6C)aJkylamino, di-[(l-6Qa!kyl] amino and hydroxy and/or optionally a substituent selected 
fromoxo, cyano, nitro and (l-4C)alkoxy), (2-6C)a]kenyl, (2-6C)alkynyl, (l-6C)aIkoxy, (3- 
5 7)cycloalkyl, (l-6C)alkylsulfonyl, (3-7)heterocyclyl, heteroaryl, (3-7)cycloalkyl(l-6C)alkyl, (3- 
7)heterocyclyl(l-6C)alkyl and heteroaryl(l-6C)alkyl, 

and wherein any (3-7)cycloalkyl, heteroaryl or (3-7)heterocyclyl group within R 6 is optionally 
substituted (on any available carbon atoms) by 1, 2 or 3 substituents independently selected 
fromhalogeno, hydroxy, (l-6C)alkyl, hydroxy(l-6C)alkyl, (l-6C)alkoxycarbonyl, carbamoyl, 
10 (2-6C)alkanoylamino and hydroxy and/or optionally a substituent selected from oxo, cyano, 
nitro and (l-4Qalkoxy, 

and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
available ring nitrogen (provided the ring is not thereby quaternised) by (l-4C)alkyl or (2- 
4C)alkanoyl, or 

15 R s and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 

membered ring which contains one or two nitrogen atoms as the only heteroatoms present in 
the ring and which is optionally substituted on an available ring carbon atom by 1 or 2 
substituents independently selected from hydroxy, carbamoyl, (l-4C)alkyl, and 
(l-3C)alkylenedioxy; and wherein any 4, 5 or 6 membered heterocyclic ring formed by R 5 and 

20 R 6 is optionally substituted on any available ring nitrogen (provided the ring is not thereby 
quaternised) by (l-4C)aBcyl or (2-4C)alkanoyl; 

or a pharmaceuticahy-acceptable salt thereof. 

2. A quinazoline derivative according to claim 1 , wherein R 5 is hydrogen or (l-6C)alkyl 
25 and R 6 is selected fromhydrogen, (l-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (l-6C)alkoxy, (3- 
7)cycloalkyl, (l-6C)alkylsulfonyl, heterocyclyl, heteroaryl, (3-7)cycloa]kyl(l-3C)alkyl, (3- 
7)heterocyclyl(l-3C)alkyl and heteroaryl(l-3C)alkyl, 

and wherein any (l-3C)alkyl, (l-6C)aIkyl, (3-7)cycloalkyl, heteroaryl or heterocyclyl group 
within R 5 or R 6 is optionally substituted (on any available carbon atoms) by 1, 2 or 3 
30 substituents independently selected fromhalogeno, hydroxy(l-6Qalkyl, (l-6Qalkoxycarbonyl, 
carbamoyl, (2-6C)alkanoylamino and hydroxy and/or optionally a substituent selected from 
oxo, cyano, nitro and (l-4C)alkoxy, 
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and wherein any heterocyclyl group within R 6 is optionally substituted on any available ring 
nitrogen (provided the ring is not thereby quatemised) by (l-4C)alkyl or (2-4C)aIkanoyl, or 
R 5 and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 
membered ring which is optionally substituted by 1 or 2 substituents on an available ring 
5 carbon atom, independently selected fromhalogeno, hydroxy, (l-4C)alkyl and 

(l-3C)alkylenedioxy, and optionally substituted on any available ring nitrogen by a substituent 
selected from (l-4C)alkyl and (2-4C)alkanoyl (provided the ring is not thereby quatemised), 
and wherein any (l-4Qalkyl or (2-4C)alkanoyl group present as a substituent on the 
ring formed by R 5 and R 6 together with the nitrogen atom to which they are attached is 
10 optionally substituted by 1, 2 or 3 substituents independently selected fromhalogeno and 
hydroxy and/or optionally a substituent selected from (l-4C)alkyl and (l-4Qalkoxy; 

provided that when the pyrrolidinyloxy group is linked to the 6-position of the 
quinazoline ring, m is 2 and substituents R 1 are both halogeno and attached to the 2- and 3- 
positions of the ring A, then R 6 is selected from substituted-(l-6C)alkyl (wherein substituted- 
15 (l-6C)alkyl is (l-6C)alkyl substituted by 1, 2 or 3 substituents independently selected from (1- 
6C)aDcoxycafbonyl, carbamoyl, (2-6C)alkanoylamino, and oxo or a (l-6C)alkoxycarbonyl 
together with ahydroxy group), (l-6C)alkoxy, (l-6C)alkylsulfonyl, (3-7)heterocyclyl (wherein 
the heterocyclyl is carbon linked), heteroaryl, (3-7)heterocyclyl(l-6C)alkyl (wherein the 
heterocyclyl is carbon linked to the (l-6C)alkyl moiety) and heteroaryl(l-6C)alkyl, 
20 and wherein any heteroaryl or (3-7)heterocyclyl group within R 6 is optionally substituted (on 
any available carbon atoms) by 1, 2 or 3 substituents independently selected fromhalogeno, (1- 
6C)alkyl,hydroxy(l-6C)alkyl, (l-6Qalkoxycarbonyl, carbamoyl, (2-6C)alkanoylamino and 
hydroxy and/or optionally a substituent selected from oxo, cyano, nitro and (l-4C)alkoxy, 
and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
25 available ring nitrogen (provided the ring is not thereby quatemised) by (l-4C)alkyl or (2- 
4C)alkanoyl, or 

R 5 and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 
membered ring which contains one or two nitrogen atoms as the only heteroatoms present in 
the ring and which is substituted on an available ring carbon atom by 1 or 2 substituents 
30 independently selected from carbamoyl and (l-3C)alkylenedioxy. 
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3. A quinazoline derivative according to claim 1 or claim 2, wherein R 5 is hydrogen, 
methyl, ethyl propyl, isopropyl or isobutyl and R 6 is selected fromhydrogen, methyl, ethyl 
propyl, isopropyl, isobutyl, vinyl, isopropenyl, allyl, but-2-enyl ethynyl, 2-propynyl, butynyl, 
methoxy, ethoxy propoxy.isopropoxy, cyclopropyl, cyclopentyl, cyclohexyl, azetidinyl, 
5 oxazepanyl, pyrrolinyl, pyrrolidinyl, morpholinyl, tetrahydro-l,4-thiazinyl, piperidinyl, 
homopiperidinyl, piperazinyl, homopiperazinyl, dihydropyridinyl, tetrahydropyridinyl, 
dihydropyrimidinyl, tetrahydropyrimidinyl, tetrahydrothienyl, tetrahydrotbiopyranyl, 
thiomorpholinyl, pyrazolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyridinyl, pyridazinyl, 
pyrazinyl, pyrimidyl, furanyl, pyrazolyl, tbiazolyl, isothiazolyl, thiadiazolyl, cyclopropylmethyl, 
10 cyclopentylmethyl, cyclohexyhnethyl, 2-cyclopropylethyl, 2-cyclopentylethyl, 2- 

cyclohexylethyl, azetidinylmethyl, oxazepanylmethyl, pyrrolinylmethyl, pyrrolidinylmethyl, 
morpholinylmethyl, tetrahydro-l,4-thiaziny]methyl, piperidinylmethyl, homopq)eridiny]methyl, 
piperazinylmethyl, homopiperazinyhnethyl, dihydropyridinylmethyl, tetrahydropyridinylmethyl, 
dmydropyrimidinylmethyl, tetrahydropyrimidinylmethyl, tetrahydrothienylmethyl, 
15 tetrahydrothiopyranylmethyl, thiomorpholinylmethyl, pyrazolylmethyl, thienylmethyl, 
oxazolylmethyl, isoxazolylmethyl, imidazolylmethyl, pyridinylmethyl, pyridazinytaaethyl, 
pyrazinylmethyl, pyrimidylmethyl, furanylmethyl, pyrazolylmethyl, thiazolylmethyl, 
isothiazolylmethyl, thiadiazolylmethyl, 2-(azetidinyl)ethyl, 2-(oxazepanyl)ethyl, 2- 
(pyrrolinyl)ethyl, 2-(pyrroUdinyl)ethyl, 2-(morpholinyl)ethyl, 2-(tetrahydro-l,4-tbiazmyl)ethyl, 
20 2-(piperidinyl)ethyl, 2-(homopiperidinyl)ethyl, 2-(piperazinyl)ethyl, 2-(homopiperazinyl)ethyl, 
2-(dihydropyridinyl)ethyl, 2-(tetrahydropyridinyl)ethyl, 2-(dihydropyrimidinyl)ethyl, 2- 
(tetrahydropyrimidinyl)ethyl, 2-(tetrahydrothienyl)ethyl, 2-(tetrahydrothiopyranyl)ethyl, 2- 
(thiomorpholinyl)ethyl, 2-(pyrazolyl)ethyl, 2-(thienyl)ethyl, 2-(oxazolyl)ethyl, 2- 
(isoxazolyl)ethyl, 2-(imidazolyl)ethyl, 2-(pyridinyl)ethyl, 2-(pyridazinyl)ethyl, 2- 
25 (pyrazinyl)ethyl, 2-(pyrimidyl)ethyl, 2-(furanyl)ethyl, 2-(pyrazolyl)ethyl, 2-(thiazolyl)ethyl, 2- 
(isothiazolyl)ethyl and 2-(thiadiazolyl)ethyl, 

and wherein any aDcyl, cycloalkyl, heteroaryl or heterocyclyl group within R 5 or R 6 is 
optionally substituted (on any available carbon atoms) by 1 or 2 substituents independently 
selected fromfluoro, chloro, bromo, hydroxymethyl, 2-hydroxyethyl, methoxycarbonyl, 
30 ethoxycarbonyl, carbamoyl, acetamido, propionanrido and hydroxy and/or optionally a 
substituent selected fromoxo, cyano, methoxy and ethoxy, 
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and wherein any heterocyclyl group within R 6 is optionally substituted on any available ring 
nitrogen (provided the ring is not thereby quaternised) by methyl, ethyl, acetyl or propionyl, or 
R 5 and R 6 together with the nitrogen atom to which they are attached form a azetidin-l-yl, 
pyrrolin-l-yl, pyrrolidin-l-yl, piperidino, morpholino or piperazino ring which is optionally 
5 substituted by 1 or 2 substituents on an available ring carbon atom, independently selected 
fromfluoro, chloro, bromo, hydroxy, methyl, ethyl and propylenedioxy, and optionally 
substituted on any available ring nitrogen by a substituent selected from methyl, ethyl, acetyl 
and propionyl (provided the ring is not thereby quaternised), 

and wherein any alkyl or alkanoyl group present as a substituent on the ring formed by 
10 R 5 and R 6 together with the nitrogen atom to which they are attached is optionally substituted 
by 1 or 2 substituents independently selected fromfluoro, chloro, bromo and hydroxy and/or 
optionally a substituent selected from methyl, ethyl, methoxy and ethoxy; 
provided that when the pyrrolidinyloxy group is linked to the 6-position of the quinazoline 
ring, mis 2 and substituents R 1 are bothhalogeno and attached to the 2- and 3- positions of 
15 the ring A, then R 6 is selected from substituted-methyl, substituted-ethyl substituted-propyl, 
substituted-isopropyl, substituted-isobutyl, (wherein the substituted groups are substituted by 1 
or 2 substituents independently selected frommethoxycarbonyl, ethoxycarbonyl, carbamoyl, 
acetamido, propionamido and oxo or a methoxycarbonyl group together with a hydroxy group 
or an ethoxycarbonyl group together with a hydroxy group) methoxy, ethoxy, propoxy, 
20 isopropoxy, 

a carbon linked heterocyclyl group selected from azetidinyl, oxazepanyl, pyrrolinyl, 
pyrrolidinyl, morpholinyl, tetrahydrofuranyl, tetrahydro-l,4-thiazinyl, piperidinyl, 
homopiperidinyl, piperazinyl, homopiperazinyl, dihydropyridinyl, tetrahydropyridinyl, 
dihydropyrimidinyl, tetrahydropyrimidinyl, tetrahydrothienyl, tetrahydropyranyl, 
25 tetrahydrothiopyranyl, thiomorpholinyl, 

aheteroaryl group selected frompyrazolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, 
pyridinyl, pyridazinyl, pyrazinyl, pyrimidyL furanyl, tbiazolyl, isothiazolyl, thiadiazolyl, 

a (3-7)heterocyclyl(l-6C)alkyl group (wherein the heterocyclyl is carbon linked to the 
(l-6Qalkyl moiety) selected from azetidinylmethyl, oxazepanylmethyl, pyrrolinyhnethyl, 
30 pyrrolidinylmethyl, morpholinylmethyl, tetrahydro-l,4-tliiazinylmethyl, piperidinylmethyl, 
homopiperidinylmethyl, piperazinylmethyl, homopiperazinylmethyl, dihydropyridinylmethyl, 
tetrahydropyridinylmethyl, dihydropyrimidinylmethyl, tetrahydropyrimidinylmethyl, 
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tetrahydrofuranylmethyl, tetrahydrothienylmethyl, tetrahydropyranylmethyl, 
tetrahydrottoopyranylmethyl, tMomorpholinylmethyl, 2-(azetidmyl)ethyl, 2-(oxazepanyl)ethyl, 
2-(pyirolinyl)ethyl, 2-(pyrrolidinyl)ethyl, 2-(morpholinyl)ethyl, 2- 
(tetrahydro-l,4-tMazmyl)ethyl, 2-(piperidinyl)ethyl, 2-(homopiperidinyl)ethyl, 2- 
5 (piperazinyl)ethyl, 2-(homopiperazinyl)ethyl, 2<dihydropyridinyl)ethyl, 2- 

(tetrahydropyridinyl)ethyl, 2-(dihydropyrimidinyl)ethyl, 2<tetrahydropyrimidmyl)ethyl ) 2- 
(tetrahydrofiiranyl)ethyl, 2-(tetrahydrothienyl)ethyl, 2-(tetrah.ydropyranyl)ethyl, 2- 
(tetrahydrotMopyranyl)emyl,2<th^^^ 

aheteroaryl(l-6C)alkyl group selected frompyrazolylmethyl, thienylmethyl, 
10 oxazolylmethyl, isoxazolylmethyl, imidazolylmethyl, pyridinylmethyl, pyridaziaylmethyl, 
pyrazinylmethyl, pyrirmdylmethyl, furanytoethyl, pyrazolylmethyl, thiazolylmethyl, 
isothiazolylmethyl, thiadiazolylmethyl, 2-(pyrazolyl)ethyl, 2-(thienyl)ethyl, 2-(oxazolyl)ethyl, 2- 
(isoxazolyl)ethyl, 2-(imidazolyl)ethyl, 2-(pyridinyl)ethyl, 2-(pyridazinyl)ethyl, 2- 
(pyrazinyl)ethyl, 2-(pyrimidy])ethyl, 2-(furanyl)ethyl, 2-(pyrazolyl)ethyl, 2-(thiazolyl)ethyl, 2- 
15 (isothiazolyl)ethyl and 2-(thiadiazolyl)ethyl, 

and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted (on any 
available carbon atoms) by 1 or 2 substituents independently selected fromfluoro, chloro, 
bromo, hydroxymethyl, 2-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, carbamoyl, 
acetamido, propionamido and hydroxy and/or optionally a substituent selected fromoxo, 
20 cyano, methoxy and ethoxy, 

and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
available ring nitrogen (provided the ring is not thereby quaternised) by methyl, ethyl, acetyl or 
propionyl 

or R 5 and R 6 together with the nitrogen atom to which they are attached form an azetidin-l-yl 
25 ring substituted carbamoyl or (l-3QaBsylenedioxy. 

4. A quinazoline derivative according to any one of claims 1 to 3, wherein R 5 is hydrogen, 
methyl or ethyl and R 6 is selected from hydrogen, methyl, ethyl, propyl, isopropyl, isobutyl, 
vinyl, isoprop-2-enyl, allyl, but-2-enyl ethynyl, 2-prop-2-ynyl, but-3-ynyl, methoxy, ethoxy, 
30 cyclopropyl, cyclopentyl, cyclohexyl, azetidinyl, pyrrolinyL pyrrolidinyl, morpholinyl, 

piperidinyL piperazinyl, tetrahydropyridinyl, thiomorpholinyl, 1,2,3,6-tetrahydropyridin-l-yl, 
pyrazolyl, thienyL oxazolyl, isoxazolyl, imidazolyl, pyridinyl, pyridazinyl, pyrazinyl, pyrimidyl, 
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furanyl, pyrazolyl, thiazolyl, isothiazolyl, cyclopropylmethyl, cyclopentylmethyl, 
cyclohexylmethyl, 2-cyclopropylethyl, 2-cyclopentylethyl, 2-cyclohexylethyl, azetidinylmethyl, 
pyrrolinylmethyl, pyrrohdinylmethyl, morpholinylmethyl, piperidinylmethyl, piperazinylmethyl, 
tetrahydropyridinylmetiiyl, tMomorpholinylmethyl, pyrazolylmethyl, thienylmethyl, 

5 oxa2X)lylmethyl, isoxazolylmethyl, imidazolylmethyl, pyridinylmethyl, pyridazinylmethyl, 
pyrazinylmethyl, pyrimidylmethyl, furanylmethyl, pyrazolylmethyl, thiazolylroethyl, 
isothiazolylmethyl, 2-(azetidinyl)ethyl2-(pyrrolinyl)ethyl, 2-(pyrrolidinyl)ethyl, 2- 
(morpholinyl)ethyl, 2-(piperidinyl)ethyl, 2-(piperazinyl)ethyl, 2-(tetrahydropyridinyl)ethyl, 2- 
(thiomorpholinyl)ethyl, 2-(pyrazolyl)ethyl, 2-(thienyl)ethyl, 2-(oxazolyl)ethyl, 2- 

10 (isoxazolyl)ethyl, 2-(imidazolyl)ethyl, 2-(pyridinyl)ethyl, 2-(pyridazinyl)ethyl, 2- 

(pyrazinyl)ethyl, 2-(pyriinidyl)ethyl, 2-(furanyl)etihyl, 2-(pyrazolyl)ethyl, 2-(thiazolyl)ethyl and 
2-(isothiazolyl)ethyl, 

and wherein any alkyl, cycloalkyl, heteroaryl or heterocyclyl group within R 5 or R 6 is 
optionally substituted (on any available carbon atoms) by 1 or 2 substituents independently 
15 selected fromfluoro, chloro, bromo, hydroxymethyl, 2-hydroxyethyl, methoxycarbonyl, 
ethoxycarbonyl, carbamoyl, acetamido and hydroxy and/or optionally a substituent selected 
from oxo, cyano, methoxy and ethoxy, 

and wherein any heterocyclyl group within R 6 is optionally substituted on any available ring 
nitrogen (provided the ring is not thereby quatemised) by methyl, ethyl, acetyl or propionyl, or 

20 R 5 and R 6 together with the nitrogen atom to which they are attached form a azetidin-l-yl, 
pyrrolin-l-yl, pyrrolidin-l-yl, piperidino, morpholino or piper azino ring which is optionally 
substituted by 1 or 2 substituents on an available ring carbon atom, independently selected 
fromfluoro, chloro, hydroxy, methyl, ethyl and propylenedioxy, and optionally substituted on 
any available ring nitrogen by a substituent selected from methyl, ethyl, acetyl and propionyl 

25 (provided the ring is not thereby quatemised), 

and wherein any alkyl or alkanoyl group present as a substituent on the ring formed by 
R 5 and R 6 together with the nitrogen atom to which they are attached is optionally substituted 
by 1 or 2 substituents independently selected fromfluoro, chloro and hydroxy and/or 
optionally a substituent selected from methyl, ethyl, methoxy and ethoxy; 

30 provided that when the pyrrolidinyloxy group is linked to the 6-position of the quinazoline 
ring, m is 2 and substituents R 1 are both halogeno and attached to the 2- and 3- positions of 
the ring A, then R 6 is selected from substituted-methyl, substituted-ethyl substituted-propyl, 
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substituted-isopropyl, substituted-isobutyl, (wherein the substituted groups are substituted by 1 
or 2 substituents independently selected frommethoxycarbonyl, ethoxycarbonyl, carbamoyl, 
acetamido and oxo or a methoxycarbonyl group together with a hydroxy group), methoxy, 
ethoxy, 

5 a carbon linked heterocyclyl group selected from azetidinyl, pyrrolinyl, pyrrolidinyl, 

morpholinyl, tetrahydrofuranyl, piperidinyl, piperazinyl, tetrahydropyridinyl, tetrahydropyranyl, 
thiomorpholinyl, 

aheteroaryl group selected frompyrazolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, 
pyridinyl, pyridazinyl, pyrazinyl, pyrimidyl, faranyl, pyrazolyl, thiazolyl, isothiazolyl, 
10 a (3-7)heterocyclyl(l-6C)alkyl group (wherein the heterocyclyl is carbon linked to the 

(l-6C)a]kyl moiety) selected from azetidinylmethyl, pyrrolinyknethyl, pyrrolidinylmethyl, 
morpholinylmethyl, piperidinylmethyl, piperazinylmethyl, tetrahydrofuranylmethyl, 
tetrahydropyranylmethyl, tetrahydropyridinylmethyl, thioxnorpholinylmethyl, 2- 
(azetidinyl)ethyl, 2-(pyrrolinyl)ethyl, 2-(pyrrolidinyl)ethyl, 2-(morpholinyl)ethyl, 2- 
15 (piperidinyl)ethyl, 2-(piperazinyl)ethyl, 2-(tetrahydrofuranyl)ethyl, 2- 

(tetrahydropyranyl)methyl, 2-(tetrahydropyridinyl)ethyl, 2-(thiomorpholinyl)ethyl, 
aheteroaryl(l-6C)aIkyl group selected frompyrazolylmethyl, thienylmethyl, 
oxazolylmethyl, isoxazolylmethyl, imidazolylmethyl, pyridinylmethyl, pyridazinylmethyl, 
pyrazinylmethyl, pyTimidylmethyl, foranylraethyl, pyrazolyhnethyl, thiazolylinethyl, 
20 isothiazolylmethyl, 2-(pyrazolyl)ethyl, 2-(thienyl)ethyl, 2-(oxazolyl)ethyl, 2-(isoxazolyl)ethyl, 
2-(imidazolyl)ethyl, 2-(pyridinyl)ethyl, 2-(pyridazinyl)ethyl, 2-(pyrazinyl)ethyl, 2- 
(pyrimidyl)ethyl, 2-(furanyl)ethyl, 2-(pyrazolyl)ethyl, 2-(thiazolyl)ethyl and 2- 
(isothiazolyl)ethyl, 

and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted (on any 
25 available carbon atoms) by 1 or 2 substituents independently selected from fluoro, chloro, 
bromo, hydroxymethyl, 2-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, carbamoyl, 
acetamido and hydroxy and/or optionally a substituent selected from oxo, cyano, methoxy and 
ethoxy, 

and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
30 available ring nitrogen (provided the ring is not thereby quaternised) by methyl, ethyl, acetyl or 
propionyl; 
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or R 5 and R 6 together with the nitrogen atom to which they are attached form an azetidin-l-yl 
ring substituted by a carbamoyl group. 

5. A quinazoline derivative according to any one of claims 1 to 4, wherein R 5 is hydrogen 
5 or methyl and R 6 is selected fromhydrogen, methyl, ethyl, propyl, isopropyl, vinyl, isoprop-2- 
enyl, allyl, but-2-enyl ethynyl, 2-propynyl, but-3-ynyl, methoxy, cyclopropyl, cyclopentyl, 1- 
(hydroxymethyI)cyclopentyl, cyclohexyl, 4-hydroxycyclohexyl, cyclopropyhnethyl, 
cyclopentylmethyl, methoxymethyl, 2-(methoxy)ethyl, 2-(ethoxy)ethyl, carbamoylmethyl, 2- 
(acetyl)ethyl, cyanomethyl, 2-(cyano)ethyl, 2,3-dihydroxypropyl, 2-(hydroxyl)-l,l- 
10 dimethylethyl,2,2,2-trifluoroethyl, l-(ethoxycarbonyl)-2-hydroxyethyl, 2-acetamido)ethyl, 
tetrahydrotaan-2-yk^^ l-methylpyrazol-5-yl, l-methylpyrazol-5-yl, 

3-rr^mylpyrazol-5-yl,imidazol-l-ylmethyl, 2-(irnida Z ol-l-yl)ethyl, furan-2-ylmemyl, 2-(furan- 
2-yl)ethyl, 5-methylisoxazol-3-ylmethyl, thien-3yl, morpholino, piperidin-4-yl, 1- 
methylpiperidin-4-yl, tetrahydro-2H-pyran-4-yl and 3-oxotetrahydrofuran-4-yl, 
15 or R 5 and R 6 together with the nitrogen atom to which they are attached form a 3- 

hydroxyazetidin-l-yl, 2-carbamoylazetidin-l-yl, pyrrolin-l-yl, pyrrolidin-l-yl, 3-hydroxy, 
pyrrolidin-l-yl, piperidino, morpholino or piperazino group; 

provided that when the pyrrolidinyloxy group is linked to the 6-position of the quinazoline 
ring, m is 2 and substiments R 1 are both halogeno and attached to the 2- and 3- positions of 

20 the ring A, thenR 6 is selected frommethoxy, carbamoylmethyl, 2-(hydroxy)-l- 

(methoxycarbonyl)ethyl, l-(ethoxycarbonyl)-2-hydroxyethyl, 2-(acetamido)ethyl, piperidin-4- 
yl, l-methylpiperidin-4-yl, tetrahydropyran-4-yl, 4-hydroxytetrahydrofuran-3-yl, 3- 
oxotetrahydrofuran-4-yl, l-methylpyrazol-5-yl, thien-3yl, 3-methylpyrazol-5-yl, 
tetrahydrofuran-2-ylmethyl, tetrahydropyran-4-ylmethyl, furan-2-ylmethyl, 2-(furan-2-yl)emyl, 

25 irmdazol-l-ylmemyl, 2-(imidazol-l-yl)ethyl, 2- 

(imidazol-4-yl)ethyl and 5-memylisoxazol-3-ylmethyl or R 5 and R 6 together with the nitrogen 
atom to which they are attached form an azetidinyl substituted in the 2 position by a carbamoyl 



group. 



30 6. A quinazolme derivative accord ^ 

(l-6C)alkylandR 6 is selected fromhydrogen, (l-eQalkyl, (2-6C)alkenyl, (2-6C)alkynyl, 
(l-6C)alkoxy, (3-7)cycloalkyl, (l-6QaIkylsulfonyl, heterocyclyl, heteroaryl, (3- 
7)cycloalkyl(l-3QaIkyl, (3-7)heterocyclyl(l-3C)aIkyl andheteroaryl(l-3Qalkyl, 
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and wherein any (l-3C)a!kyl, (l-6C)alkyl, (3-7)cycloalkyl, heteroaryl or heterocyclyl group 
within R 5 or R 6 is optionally substituted (on any available carbon atoms) by 1, 2 or 3 
substituents independently selected fromhalogeno, hydroxy(l-6C)alkyl, (l-6C)alkoxycarbonyl, 
carbamoyl, (2-6C)aIkanoylamino and hydroxy and/or optionally a substituent selected from 
5 oxo, cyano, nitro and (l-4C)alkoxy, 

and wherein any heterocyclyl group within R 6 is optionally substituted on any available ring 
nitrogen (provided the ring is not thereby quatemised) by (l-4C)alkyl or (2-4C)alkanoyl, or 
R s and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 
membered ring which is optionally substituted by 1 or 2 substituents on an available ring 
10 carbon atom, independendy selected fromhalogeno, hydroxy, (l-4C)alkyl and 

(l-3C)alkylenedioxy, and optionally substituted on any available ring nitrogen by a substituent 
selected from (l-4C)alkyl and (2-4C)alkanoyl (provided the ring is not thereby quatemised), 
and wherein any (l-4Qa!kyl or (2-4C)alkanoyl group present as a substituent on the 
ring formed by R 5 and R 6 together with the nitrogen atom to which they are attached is 
15 optionally substituted by 1, 2 or 3 substituents independently selected fromhalogeno and 
hydroxy and/or optionally a substituent selected from (l-4C)alkyl and (l-4C)alkoxy; 

provided that when the pyrrolidinyloxy group is linked to the 6-position of the 
quinazoline ring, m is 2 and substituents R 1 are both halogeno and attached to the 2- and 3- 
positions of the ring A, then R 6 is selected from (3-7)heterocyclyl (wherein the heterocyclyl is 
20 carbon linked), heteroaryl, (3-7)heterocyclyl(l-6C)alkyl (wherein the heterocyclyl is carbon 
linked to the (l-6C)alkyl moiety) and heteroaryl(l-6C)alkyl, 

and wherein any heteroaryl or (3-7)heterocyclyl group within R 6 is optionally substituted (on 
any available carbon atoms) by 1, 2 or 3 substituents independently selected fromhalogeno, (1- 
6C)alkyl, hydroxy(l-6C)alkyl, (l-6C)alkoxycarbonyl, carbamoyl, (2-6C)alkanoylamino and 
25 hydroxy and/or optionally a substituent selected from oxo, cyano, nitro and (l-4C)alkoxy, 
and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
available ring nitrogen (provided the ring is not thereby quatemised) by (l-4C)alkyl or (2- 
4C)alkanoyl 

30 7. A quinazoline derivative according to anyone of the preceding claims, wherein m is 0, 
1, 2 or 3 and R 1 is independently selected fromhalogeno, cyano, nitro, hydroxy, 
trifluoromethyl, (l-6C)alkyl, (l-6C)alkoxy, (l-6C)alkyltbio, (l^Qalkylsulfinyl, 
(l-6C)alkylsulfonyl, ureido, N-(l-6C)alkylureido, N,N-di-[(l-6Qalkyl]ureido, -NR a R b , 
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-S02NR a R b and a group of the formula -CONR a R b (wherein R a and R b are as hereinabove 
defined); 

or, when two R 1 groups are attached to adjacent carbon atoms, they may, together with the 
carbon atoms to which they are attached, form a pyrrole ring, wherein the pyrrole ring is 
5 optionally substituted by 1 or 2 substituents independently selected from (l-6C)alkyl, 
halogeno, cyano, nitro, hydroxy, amino, carbamoyl, sulfamoyl and trifluoromethyl; 
or, when two R 1 groups are attached to adjacent carbon atoms, they may, together form a 
( 1 -3C)alkylenedioxy group. 

10 8. A quinazoline derivative according to claim 7, wherein m is 0, 1 or 2 and R 1 is 
independently selected fromfluoro, chloro, cyano, trifluoromethyl, methyl, methoxy, 
methylthio, isobutylthio, sulfamoyl, and a group of the formula -CONR a R b (wherein R a is 
hydrogen or methyl and R b selected from hydrogen, methyl, ethyl, isobutyl, furanyl, 
cyclopentyl and cyclohexyl wherein any alkyl, (3-7)cycloaHcyl, heteroaryl in R a and R b are 
15 optionally substituted by 1 or 2 substituents selected from hydroxy and methoxy; 

or R a and R b together with the nitrogen atom to which they are attached form a 1 ,2,3,6- 
tetrahydropyridin-l-yl, pyrrolidin-l-yL, piperidino, piperazin-l-yl or morpholino ring, which is 
optionally substituted by 1 or 2 substituents on an available ring carbon atom, independently 
selected fromhydroxyl and optionally substituted on any available ring nitrogen by a 
20 substituent selected from methyl and acetyl (provided the ring is not thereby quaternised), 
or, when two R 1 groups are attached to adjacent carbon atoms, they may, together with the 
carbon atoms to which they are attached, form a pyrrole ring, wherein the pyrrole ring is 
optionally substituted by 1 or 2 substituents independently selected from hydroxy; 
or, when two R 1 groups are attached to adjacent carbon atoms, they may, together form a 
25 (l-3C)alkylenedioxy group. 

9. A quinazoline derivative according to claim 7 or claim 8, wherein m is 2 and R 1 is 
positioned in the 2- and 3-positions of ring A and R 1 is independently selected from fluoro and 
chloro. 

30 

10. A quinazoline derivative according to any one of the preceding claims, wherein ring A 
is phenyl or pyrid-3-yL 
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11. A quinazoline derivative according to any one of the preceding claims, wherein ring A 
is phenyl 

5 12. A quinazoline derivative according to any one of the preceding claims, wherein R 2 is 
selected from hydrogen, (l-6C)alkyl and a group of the formula R 7 0, wherein R 7 is (1- 
6C)alkyl optionally substituted by 1 or 2 substituents independently selected from hydroxy and 
a group of the formula R s O- (wherein R 8 is (l-3C)aDcyl). 

10 13. A quinazoline derivative according to any one of the preceding claims, wherein R 2 is 
selected from hydrogen, methyl, ethyl and a group of the formula R 7 0-, wherein R 7 is methyl 
or ethyL 

14. A quinazoline derivative according to any one of the preceding claims, wherein R 2 is 
15 methoxy. 

15. A quinazoline derivative according to any one of claims 1 to 13, wherein R 2 is 
hydrogen. 

20 16. A quinazoline derivative according to any one of the preceding claims, wherein R 2 is in 
the 6-position and the substituted-pyrrolidinyloxy group is in the 7-position of the quinazoline 
ring. 

17. A quinazoline derivative according to any one of claims 1 to 15, wherein R 2 is in the 7- 
25 position and the substituted-pyrrolidinyloxy group is in the 6-position of the quinazoline ring. 

18. A quinazoline derivative according to any one of the preceding claims, wherein R 3 is 
selected from hydrogen, (l-6C)alkyl, (3-6C)cycloalkyl, (3-6G)cycloalkyl(l-3C)alkyl 
(2-6C)alkanoyl; 

30 and wherein any (l-6C)a!kyl or (2-6C)aIkanoyl group within R 3 is optionally 

substituted by 1 or 2 substituents independently selected fromhalogeno, hydroxy and 
(l-6C)aBcyl and/or optionally a substituent selected from cyano, nitro, (2-8C)alkenyl, 



WO 2005/030757 



-183- 



PCT/GB2004/004085v w ^ ^ 



(2-8Qalkynyl, (l-6C)a!koxy and NR°R d , wherein R c is hydrogen or (l-4C)alkyl and R d is 
hydrogen or (l-4C)a]kyL 

• 3 • 

19. A quinazoline derivative according to anyone of the preceding claims, wherein R is 
5 methyl 

20. A quinazoline derivative according to anyone of the preceding claims, wherein n is 0, 1 
or 2 and R 4 is independently selected frommethyl, ethyl, methoxy, ethoxy, hydroxyl and oxo. 

10 21. A quinazoline derivative according to anyone of the preceding claims, wherein n is 0. 

22. A quinazoline derivative according to anyone of the preceding claims, wherein the - 
CONR 5 R 6 group is in the 2-position of the pyrrolidine ring. 

15 23. A quinazoline derivative according to anyone of the preceding claims, wherein the 
substituted-quinazolinyloxy group is in the 3-position of the pyrrolidine ring. 

24. A quinazoline derivative according to any one of the preceding claims having a 
structural sub-formula A2 




(A2) 

wherein: 

m is 2 and R 1 is 2-fluoro and 3-chloro; 
R 2 is methoxy; 
25 R 3 is methyl; 

nis 0; 
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and R 5 is hydrogen or (l-6C)alkyl and R 6 is selected from substituted-(l-6C)aDcyl 
(wherein suhstituted-(l-6C)a]kyl is (l-6C)alkyl substituted by 1, 2 or 3 substituents 
independently selected from (l-6C)alkoxycarbonyl, carbamoyl, (2-6C)aBcanoylamino, and oxo 
or a (l-6C)alkoxycarbonyl together with a hydroxy group), (l-6C)alkoxy, (l-6C)aDcylsulfonyl, 
5 (3-7)heterocyclyl (wherein the heterocyclyl is carbon linked), heteroaryl, (3- 

7)heterocyclyl(l-6Qalkyl (wherein the heterocyclyl is carbon linked to the (l-6C)alkyl moiety) 
and heteroaryl(l-6C)aIkyl, 

and wherein any heteroaryl or (3-7)heterocyclyl group within R 6 is optionally substituted (on 
any available carbon atoms) by 1, 2 or 3 substituents independently selected fromhalogeno, (1- 
10 6C)alkyl, hydroxy(l-6C)alkyl, (l-6C)aIkoxycarbonyl, carbamoyl, (2-6C)alkanoylamino and 
hydroxy and/or optionally a substituent selected from oxo, cyano, nitro and (l-4C)alkoxy, 
and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
available ring nitrogen (provided the ring is not thereby quaternised) by (l-4C)alkyl or (2- 
4C)alkanoyl, or 

15 R 3 and R 6 together with the nitrogen atom to which they are attached form a 4, 5 or 6 

membered ring which contains one or two nitrogen atoms as the only heteroatoms present in 
the ring and which is optionally and which is substituted on an available ring carbon atom by 1 
or 2 substituents independently selected from carbamoyl and (l-3C)alkylenedioxy. 

20 25. A quinazoline derivative according to claim 24, wherein R 6 is selected from (3- 
7)heterocyclyl (wherein the heterocyclyl is carbon linked), heteroaryl, (3- 
7)heterocyclyXl-6C)alkyl (wherein the heterocyclyl is carbon linked to the (l-6C)alkyl moiety) 
and heteroaryl(l-6Qalkyl, 

and wherein any heteroaryl or (3-7)heterocyclyl group within R 6 is optionally substituted (on 
25 any available carbon atoms) by 1, 2 or 3 substituents independently selected fromhalogeno, (1- 
oQalkyl, hydroxy(l-6C)alkyl, (l-6Qalkoxycarbonyl, carbamoyl, (2-6C)alkanoylamino and 
hydroxy and/or optionally a substituent selected from oxo, cyano, nitro and (l-4C)alkoxy, 
and wherein any heteroaryl or heterocyclyl group within R 6 is optionally substituted on any 
available ring nitrogen (provided the ring is not thereby quaternised) by (l-4C)alkyl or (2- 
30 4C)alkanoyL 
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26. A quinazoline derivative selected from one or more of the following: 

(4^-4-({4-[(3-cttoro-2-fluoro^^ 

prolinamide; 

(4S)-4-({4-[(3-cMoro-2-flnorop^ 
5 (4S)-4-({4-[(4-cyano^ 
D-prolinamide; 
(4S)-4-({4-[(3-chloro-^^ 
D-prolinamide; 

(45)-4-[(4- { [3-cHoro-4-(trifl^ 
10 iNT^l-tiimethyl-D-prolinainide; 
(4S)-4-({4-[(5-cttoropy^ 
prolinamide; 

(4^-4-({4-[(2-fluoro-4-roethylphenyl)an^ 
D-prolinamide; 

15 (45)-4-({4-[(3-cMoro-4-fluorophenyl)amino]-7-methoxyqum 

D-prolinamide; 

(4S)-4-({4-[(2-fluoro-4-ty^ 

tximethyl-D-prolinamide; 

(4S)-4-({4-[(2,4-dffiuorophenyl) 
20 prolinamide; 

(4S)_4-({4-[(2,5-difluoro 

prolinamide; 

(4^-4-({4-[(5-cWoro-2-fluorophenyl)amino]-7-methoxyqtm 

D-prolinamide; 
25 (4S)-4-({4-[(4-cUoro-2-flu^ 
D-prolinamide; 

(45)-4-({4-[(5-cWoro-2-hydroxyplienyl)amino]-7-methoxyqum 
trimethyl-D-prolinainide; 
(4S)-4-({ 4-[(3-cttoro-4-^^ 
30 trimetiiyl-D-prolinarDide; 
(4S)-4-[(4-{[2-(aminos^ 
tximethyl-D-prolinamide; 
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(4S)-4-({7-methoxy-4-[(23,4-t^ 
prolinamide; 

(45) -4- [(4- { [2-fluoro-5-(trifluorome^ }-7-methoxyq\unazolin-6-yl)oxy]- 

N,N, 1-trimethyl-D-prolinamide; 
5 (4S)-4-[(4-{ [2-fluoro-3-(trifluorometJiyl)phenyl] amino }-7-methoxyquinazolin-6-yl)oxy]- 

NyN, 1 -trimethyl-D-prolinamide; 

(4^-4-({4-[(3-cMoro-2-methox^ 

tximethyl-D-prolinamide; 

(4^-4-({4-[(3-cMoro-2-methylphenyl)amin 
10 trimethyl-D-prolinamide; 

(4S)-4-({4-[(3-cMoro-4-hydroxyphenyl)amino]-7-methoxy 

trimethyl-D-prolinamide; 

(4S)-4-({4-[(3-ethynylphenyl) 

prolinamide; 
15 (4S)-4-({4-[(3-cyanophenyl)amino]^^^ 

prolinamide; 

(4S)-4-{[4-(l#-indol-5-ylamino>^ 1-trimethyl-D- 
prolinamide; 

(4S)-4-( { 4- [(3-ebloro - 12^indol-5-yI)amino]-7-m^ 1 -trimethyl- 

20 D-prolinamide; 

(4,S)-4-({4-[(3-cMoro-2-fluorophenyl^ 

1 -methyl-D-prolinamide; 

(45)-4~({4-[(3-cMoro-2-fluoro^ 

(cyclopropylmethyl)- 1-methyl-D-prolinamide; 
25 (4S)-4-({4-[(3-cttoro-2-fluoro 

methoxyethyl)- 1-methyl-D-prolinamide; 

(4S)-4-({4-[(3-cMoro-2-fluorophenyty 

methyl-D-prolinamide; 

(4S)-4-({4-[(3-cUoro-2-fluoro 
30 cyclopentylmethyl-l-methyl-D-prolmamide; 

(4S)-4-({4-[(3-cMoro-2-flu^^ 

methoxyethyl)-N, 1-dimethyl-D-prolinamide; 
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(4S)-4-({4-[(3-cttoro^ 

methyl-D-prolinamide; 

(4S)-4-({4-[(3-chloro^^ 

methyl-D-prolinamide; 
5 (4S)_4-({4-[(3-cMoro-2-f^ 

(tetrahydro-2#-pyi^^ and 

(4S)-4-({4-[(3-cMoro-4-fl^ 

L-prolinamide; 

(4S)-4-({4-[(3-chloro-2-f^ 
10 (hydroxymethyl)-3--ii3ethyIbutyl]- l-mel%l-D-proliiiamide; 

(4S)-4-({4-[(3-cttoro-2-£^ 

(^ydroxym&thyl)-3-methylbutyl]- 1-metbyl-D-prolinamide; 
(4^-4-({4-[(3-cMoro-2-fluoropheny^ 
furylmethyl)- 1 -methyl-D-prolinamide; 
15 (4£)-4-({4-[(3-cttoro-2-flnoro^ 

furylmethyl)- 1 -methyl-D-prolinamide; 
(4^-4-({4-[(3-cMoro-2-fluo^ 
methylisoxazol-3-yl)methyl]-D-proMamide; 
/4^„ 4 .^4.r(3. c }^ oro -2-fluoropheny^^ 

20 mridazol-l-yl)elhylH 

(25)- l-[(4S)-4-({4-[(3-cMoro^ 1- 
methyl-D-prolyl] azetidine-2-carboxamide; 
(4S)^({4-[(3-cHoro-2-^ 
dihydroxypropyl]-l-methyl-D-prolinamide; 
25 (45)-4-({4-[(3-cMoro-2-fluoropheayl)ammo]-^ 
methyl- lH-pyrazol-5-yl)-D-prolinamide; 
(4S)-4-({4-[(3-cttoro-2-fl^ 
thienyl-D-prolinamide; and 
(4S)-4-({4-[(3-cWoro-2-flnoro^^ 
30 methyl- lF-pyrazol-5-yl)-D-prolinamide; 

methyl (4S)-4-({4-[(3-cbloro-2-^ 1 " 
methyl-D-prolyl-L-serinate; 
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(4S)-4-({44(3-cMoro^ 

1 , 1 -dimethylethyl)- 1 -methyl-D-prolinaniide; 

(4S)-4_({44(3-cMoro-2-flu^^ 

prolylglycinamide; 
5 (4S)-iV-[2<acetylair^ 

6-yl}oxy)- l-methyl-D«prolinamide; 

(4^-4-({44(3-cMoro-2-£l^^ 

hydroxytetrahydrofur^ 

(4S)-4-({4-[(3-cHoro-2-fluo^^ 
10 (hydroxymethyl)cycto^ 

(45)-4-({4-[(3-cMoro-2-fluorophenyl)ainino]-7 

(>ydroxymethyl)-2-iiie^ 
(4S)-4-({4^(3-cMoro-2-fl^ 

mtidazol-4-yl)ethyI] - 1 -inethyl-D-proliaamide; 
15 (4S)-4-({4-[(3-cMoro-2-fluoro^ 

1- methylethyl)-l-niethyl-D-prolinaniide; 
(4S)-4-({44(3-cttoro-2-f^^ 
(2,2,2-trifluoroethyl)-D-prolinaniide 
(4S)-A T -allyl-4-({^ 

20 metiiyl-D-proliriannde; 

(4S)-4-({4-[(3-cMoro-2-fl^^ 

ethoxyethyl)- 1 -methyl-D-prolinairdde; 

(4S)-4-({44(3-cHoro-2-f^ 

hydroxycyclohexyl)- 1-niethyl-D-prolinainide; 
25 (45)-4-({4-[(3-cMoro-2-fluorophenyl)amino]-7-me&o^ 

methylprop-2-en- l-yl)-D-prolinarnide; 

(4S)-4-({4-[(3-cMoro-2-f^^ 

(>ydroxyiriethyl)propyl]-l-inethyl-D-prolm 

(4^-4-({4-[(3-cMoro-2-fluo^ 
30 dihydroxypropyl]-l-inethyl-D-prolinainide; 

(45)-4-({4-[(3-cMoro-2-fluoro^ 

2- ytaoethyl)- 1-niethyl-D-prolinannde; 
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(4S)-4-({4-[(3-cMoro-2-^^ 

furyl)ediyl]- 1 -methyl-D-prolinamide; 

(45)-4-({4-[(3-cMoro-2-fluorophenyl)amino]-7-methox 

(tetrahydro-2H-pyran-4-ylmethyl)-D-proMaii3ide; 

(4S)-4-({4-[(3-cMoro-2-fluoro 

hydroxy- 1-methylethyl]- 1-methyl-D-prolinamide; 

(4^-4-({4-[(3-cMoro-2-fluoroph^^^^ 

hydroxy- 1 -methylethyl] - 1 -methyl-D-prolinamide; 

(4S)-4-({4-[(3-cttoro-2-fto 

hydroxypropyl] - 1 -methyl-D-prolinamide; 

(4S)-4-({4-[(3-cMoro-2-fluoro^^ 

hydroxypropyl] - 1 -methyl-D-prolinamide; 

(4S)-4-( { 4- [(3-chloro-2-fluorophenyl) amino] -7-methoxyquiaazolin-6-yl}oxy)-l-methyl-iV- 

[(21?)-tetrahydroftiran-2-ylmethyl] -D-prolinamide; 

(4S)-4-({4-[(3-cMoro-2-fluoro^ 

[(25)-tetrahydroftiran-2-ylmethyl]-D-prolinan}ide 

JV-(3-cttoro-2-fluorophenyl)-7-^ 

ylcarbonyl)pyrrohdin-3-yl]oxy}qiiinazolin-4-airiine; 

iV-(3-chloro-2-fluorophenyO^^ 

yl)carbonyl]pyiTolidm-3-yl}oxy)quinazolin-4-a 

6- { [(3£5ie)-5-(azetidin- 1-ylcarbonyl)- l-inethylpyrroMin-3-yl]oxy}-iV-(3-chloro-2- 

fluorophenyl)-7-methoxyqninazolin-4- amine; 

(4S)-4-({4-[(3-cMoro-2-fluorophe^ 

(cyanomethyl)-i\T4-dniiethyl-D-prolinamide; 

(4S)-4-({4-[(3-cMoro-2-fluorophen^ 

(cyanomethyl)- 1 -methyl-D-prolinamide; 

(45)-4-({4-[(3-cMoro-2-fluorophenyl)amino]-7-methoxy 

[(2S)-2-pyrrolidin- l-ylpropyl]-D-prolinamide; 

(4^-4-({4-[(3-cttoro-2-fluorophenyl) 

hydroxy- 1 -methylethyl] -iV4-dimethyl-D-prolinamide; 

(45) -4-( { 4- [(3 -chloro-2-fluorophenyl) amino] -7-roethoxyquinazolin- 6-yl } oxy)-N, 1 -dimethyl-iV- 
( 1 -methylpiperidin-4-yl)-D-prolinamide; 
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(4S)-4-({4-[(3-cttoro^ 
(tetrahy dro -2 //-pyr an-4-yl) -D-prolinamide; 
(4£)-4-({4-[(3-cttoro-2-fluoro^^ 
prop-2-yn- 1-yl-L-prolinamide; 
5 14[(2^1f)-4-[[4-[(3-cMoro-2-fluorophenyl)anm 
2-pyrrolidinyl]carbonyl]-3-pyrroline; 

(4i?)-4-({4-[(3-cMoro-2-fluorophenyl)amino]-7-me^ 

(cy anomethyl)- 1 -methyl-L-prolinamide; 

(41Q-4-({4-[(3-cMoro-2-fluoroph^ 
10 cy anoethyl)- 1 -methyl-L-prolinairdde; 

(41J)-4~({4-[(3-cMoro-2-fluorophenyl)aniino]-7-rQeto 

(cyanomethyl)-N, 1 -dimethyl-L-prolinamide ; 

(4JR)-4-({4-[(3~cHoro-2-fl^^ 

methoxyethyl)- 1 -methyl-L-prolinamide; 
15 (42?)-4-({4-[(3-cttoro-2-fluoro^ 

1-n^thyl-L-proliiiainide; 

(4i?)-4-({4-[(3-cWoro-2-fluorophenyl)ainino]-7-n^ 

1 -methyl-L-prolinamide; 

N-(3-cMoro-2-fluoro^^ 
20 yl)carbonyl]pyrroHdin-3-yl}oxy)qumazolin-4-ainm 

(3S)-l-[(420-4-({4-[(3-c^ 

methyl-L-prolyl]pyrrolidin-3-ol 

(4J0-4-({4-[(3-chtoro-2-fl^ 

(cyclopropylmethyty 
25 (42?)-4-({4-[(3-cMoro-2-fluorophenyl)ammo]-7-ine&^ 

N 9 1 -dimethyl-L-prolinamide; 

(42?)-4-({4-[(3-cttoro-2-fluoro^ 

(tetrahydro~2ff-pyran-4-yl)-L-prolinaniide; 

iVK3-cMoro-2-fiuoropheny^^^ 
30 ylcarbonyl)pyrrohdin-3-yl]oxy}qximazolin-4-aiim 

(4i?)-4-({4-[(3-cMoro-2-fluorophenyl)ammo]-7-methoxyqum 

hydroxyethyl)-iV, 1 -dimethyl-L-prolinamide; 



WO 2005/030757 



-191- 



PCT/GB2004/004085 



(42?)-4-({4-[(3-cMoro-2-fluo 

(dimethylamino)ethyl] - 1 -methyl-L-prolinamide; 

(4R)-4-({4-[(3-cMoro-2-fluoropheny^ 

N-(l-met±Lylpiperidin-4-yl)-L-prolinamide; 

6-({(32?,5S)-5-[(4-acetylpiperazin^ 

fluorophenyl)-7-methoxyquinazolin-4-anm 

1 - [(4i?) -4-( { 4- [(3-cMoro-2-fluorophenyl) amino] -7-methoxyquinazolin- 6-yl } oxy)- 1 -methyl-L- 

prolyl]piperidin-4-ol; 

(42?)-4-({4-[(3-cHoro-2-fluoro^^^ 

methoxyetliyl)-i\^-dimethy 

(41J)-4-({4-[(3-cMoro-2-fluoro^ 

methyl-L-prolinamide; 

(4^-4-({4-[(3-cMoro-2-fluorophenyl)ainino]-7-methoxy 
1 -methyl-L-prolinamide; 

(45)-4-({4-[(3-cMoro-2-fluorophenyl)ainino]-7-methoxyqxim 

methoxyethyl)- 1-mefhyl-L-prolinamide; 

(4S)-4-({4-[(3-cttoro-2-fluorophen^ 

N, 1 -dimethyl-L-prolinamide; 

(4iS)-4-({44(3-cMoro-2-fluoro^ 

(tetxahydro-2jfiT-pyran-4-yl)-L-prolinamide; 

(4,S)-4-({4-[(3-cttoro-2-fluorophen^ 

methoxyethyl)-iV, 1 -dimethyl-L-prolinamide; 

(4S)-4-({4-[(3-cMoro-2-£luoro^^ 

( 1 -methylpiperidin-4-yl)-L-prolinamide; 

(45)-4-({4-[(3-cMoro-2-fluorophenyl)amino]-7-methoxyquinazolm^ 

methyl-L-prolinamide; 

(4S)-4-({4-[(3-cttoro-2-fhioro^ 

methyl-L-prolinamide; 

(45)-4-({4-[(3-cUoro-2-fluoro 

(cyclopropylmethyl)- 1 -methyl-L-prolinamide; 

(4S>4-({4-[(3-cMoro-2-fluorophen^ 

methyl-L-prolinamide; 
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and pharmaceutically-acceptable salts thereof. 

27. (4S)-4-({4-[(3-cWoro-2-fl^ 
prolinamide trifluoroacetic acid salt. 

5 

28. A pharmaceutical composition which comprises a quinazoline derivative of the Formula 
I, or a pharmaceutically-acceptable salt or prodrug form thereof, as defined in any one of 
claims 1 to 25 in association with a pharmaceutica]ly-acceptable diluent or carrier. 

10 29. A quinazoline derivative of the Formula I as defined in any one of claims 1 to 25, or a 
pharmaceutical!/ acceptable salt or prodrug form thereof, for use as a medicament. 

30. The use of a quinazoline derivative of the Formula I, or a pharmaceutically-acceptable 
salt or prodrug form thereof, as defined in any one of claims 1 to 25 in the manufacture of a 

15 medicament for use in the production of an anti-proliferative effect in a warm-blooded animal. 

31. A method for producing an anti-proliferative effect in a warm-blooded animal in need 
of such treatment, which comprises administering to, said animal a quinazoline derivative of 
the Formula I, or a pharmaceutical^ acceptable salt or prodrug form thereof, as defined in any 

20 one of claims 1 to 25. 

32. A process for the preparation of a quinazoline derivative of the Formula I as defined in 
Claim 1 which is selected from one of the following: 

Process (a) reacting a compound of the Formula II: 



25 




(R 2 ) ( 



n 



(ii) 
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wherein R 1 , R 2 , A, m and n have any of the meanings defined in claim 1, except that any 
functional group is protected if necessary, 

with a compound of the Formula m in the presence of a suitable base: 



R 5 
I 




wherein R 3 , R 4 , R 5 , R 6 and phave any of the meanings defined in claim 1, except that any 
functional group is protected if necessary and Lg is a displaceable group, 
and whereafter any protecting group that is present is removed; 
10 Process (b) modifying a substituent in, or introducing a substituent into, another quinazoline 
derivative of Formula I, or a pharmaceutical^ acceptable salt thereof, as defined in claim 1, 
except that any functional group is protected if necessary, 

and whereafter any protecting group that is present is removed; 
Process (c) the removal of a protecting group from a quinazoline derivative of Formula I, 
15 or a pharmaceutical^ acceptable salt thereof, as claimed in claim 1; 

Process (d) reacting a compound of the Formula II as defined in reference to process (a) 
above with a compound of the Formula m as defined in reference to process (a) above, except 
Lg is OH, under Mitsunobu conditions, and whereafter any protecting group that is present is 
removed by conventional means; 
20 Process (e) For the preparation of those compounds of the Formula I defined in claim 1 
wherein R 4 is a hydroxy group, by the cleavage of a quinazoline derivative of the Formula I 
wherein R 4 is a (l-4C)alkoxy group. 

Process (f) For the preparation of those compounds of the Formula I defined in claim 1 
wherein R 4 is (l-4C)a!koxy, by the reaction of a compound of the Formula IV: 
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HO 




1 (R 2 )n 
R3 



(IV) 



(R 1 ), 



m 



with a confound of the formula (l-4C)alkyl-Lg in the presence of a base, wherein Lg is a 
displaceable group, 

5 and whereafter any protecting group that is present is removed by conventional means; 

Process (g) For the preparation of those compounds of the Formula I defined in claim 1 
wherein R 1 , R 2 , R 4 or R 6 contain a (l-6C)alkoxy or substituted (l-6C)alkoxy group or a (1- 
6C)alkylamino or substituted (l-6C)alkylamino group, said process comprising the alkylation 
of a quinazoline derivative of the Formula I wherein R\ R 2 , R 4 or R 6 contain a hydroxy group 
10 or a primary or secondary amino group as appropriate; 

Process (h) reacting a compound of the formula (V) or reactive derivative thereof 




15 with a compound of the formula HNR 5 R 6 or a suitable salt thereof in the presence of a base 
and in an inert solvent; 

Process (i) reacting a compound of the formula VI: 
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R 5 

I Lg 




wherein R 1 , R 2 , R 3 , R 4 , R 5 , R 6 , n and p, have any of the meanings defined in claim 1, except 
that any functional group is protected if necessary, and Lg is a displaceable group as defined in 
5 reference to Process (a) above, 

with an aniline of the formula VH in the presence of a suitable acid: 




(VII) 

wherein R*and mhave any of the meanings defined defined in claim 1, except that any 
10 functional group is protected if necessary, 

Process (j) Forming the group -CON(R 5 )R 6 by reacting to the corresponding carboxy 
compound, wherein any functional groups are protected if necessary, with a primary or 
secondary amine or a heterocyclic group containing an NH group; 

and whereafter any protecting group that is present is removed by conventional means. 



